Background: Severe hypoglycemia is a major complication of insulin treatment in patients with type 1 diabetes, limiting full realization of glycemic control. It has been shown in the past that low levels of hemoglobin A1c (HbA1c), a marker of average plasma glucose, predict a high risk of severe hypoglycemia, but it is uncertain whether this association still exists. Based on advances in diabetes technology and pharmacotherapy, we hypothesized that the inverse association between severe hypoglycemia and HbA1c has decreased in recent years.
Introduction
Maintenance of near-normal glycemic control is a central goal for individuals with diabetes to reduce diabetic complications of the eye, kidney, nerves, and cardiovascular system [1, 2] . Strict metabolic control can be achieved by intensive insulin therapy in patients with type 1 diabetes, which is associated with the risk of severe hypoglycemia [1] [2] [3] [4] [5] [6] . Since hypoglycemia is a major complication in patients with type 1 diabetes [2, 7, 8] , accounting for up to 6% to 7% of disease-related mortality [9, 10] , several strategies have been developed to predict and prevent hypoglycemia [11] [12] [13] [14] .
A strong inverse association between the incidence of severe hypoglycemia and hemoglobin A1c (HbA1c) levels has been described in previous decades in adults [1] and children [4, 5, 15] with type 1 diabetes using intensive insulin therapy. Later analyses confirmed HbA1c as a main predictor for severe hypoglycemia in children with diabetes [6, 11, 16] , while more recent reports found no association between the incidence of severe hypoglycemia and HbA1c levels [17] [18] [19] [20] . A few studies have evaluated temporal trends of severe hypoglycemia and HbA1c [8, 16, 17, 21] , but the direct association between HbA1c and severe hypoglycemia or hypoglycemic coma over time has not been studied in depth in large populations of patients with type 1 diabetes.
The aim of this study was to investigate temporal trends in the association between severe hypoglycemia (defined as an event requiring assistance of another person) and HbA1c levels in a large cohort of young patients with type 1 diabetes. We have previously shown that the use of insulin analogs and continuous subcutaneous insulin infusion (insulin pump) has increased during the past decade in these patients [8] . At the same time, a reduction of severe hypoglycemic events has been observed while metabolic control has been maintained or improved. Based on these findings, we hypothesized that the inverse association between severe hypoglycemia and HbA1c has substantially weakened in recent years. If confirmed, lower HbA1c would no longer predict severe hypoglycemia, thereby reducing barriers to achieving near-normal blood glucose in type 1 diabetes patients.
Methods

Ethics Statement
Informed consent for participation in the DPV Initiative was obtained from patients or their parents by verbal or written procedure, as approved by the responsible commissioners for data protection of each participating center. Analysis of anonymized data within the DPV Initiative was approved by the Ethics Committee of Ulm University, Ulm, Germany.
Study Design
The DPV (Diabetes Patienten Verlaufsdokumentation) Initiative in Germany and Austria has prospectively followed patients with diabetes mellitus since January 1, 1995 [8, 22, 23] . As of December 31, 2012 , 372 diabetes centers (hospitals and practices) have documented the treatment and outcomes of routine diabetes care using the DPV software as previously described in detail [8] . The DPV database covers an estimated proportion of .80% of all pediatric diabetes patients in Germany and Austria. In this study, inclusion criteria were the clinical diagnosis of type 1 diabetes; age 1 to 20 y; regular documentation of HbA1c, insulin therapy, and hypoglycemia; and treatment between 1995 and 2012, resulting in n = 53,474 eligible patients. Exclusion criteria were diabetes duration less than 2 y (n = 11,246), HbA1c ,6% (,42 mmol/ mol) (n = 715), comorbid celiac disease (n = 1,397), and place of birth of one or both parents outside Germany or Austria (n = 2,577). For each patient, clinical data (HbA1c, body mass index [BMI] , number of injections per day, daily insulin dose, and frequency of self-monitoring of blood glucose [SMBG] ) were averaged per year of follow-up, and numbers of hypoglycemic events were added up. Thus, the analysis dataset originated from independent cross-sectional cohorts of patients by calendar year.
Study Parameters
Severe hypoglycemia was defined according to the American Diabetes Association Workgroup on Hypoglycemia [24] as an event requiring assistance of another person to actively administer carbohydrates, glucagon, or intravenous glucose. Hypoglycemic coma was defined as loss of consciousness or occurrence of seizures, consistent with previous classifications [25, 26] . In preschool children, severe hypoglycemia was defined as the presence of altered mental status and the inability to assist in their care, and coma as unconsciousness or occurrence of convulsions, requiring parenteral therapy [25, 26] . Hypoglycemic events and other parameters were actively enquired about and documented at each medical visit using the standardized DPV questionnaire [8] .
In order to adjust for different laboratory methods .05% using the multiple-of-the-mean transformation method [1, 8] by multiplying the ratio of the individual HbA1c value to the normal mean HbA1c value of the respective local laboratory by the normal mean of the DCCT (5.05%). BMI values were transformed to standard deviation scores based on reference values by applying the LMS method as described before [8, 27] .
Statistical Analyses
Rates of severe hypoglycemia and coma were expressed per 100 patient-years with 95% CIs based on normal approximation of the Poisson distribution. For descriptive analysis, mean and SD were calculated for continuous variables, and percentages for categorical variables. Mean rates of severe hypoglycemia and coma were compared between years of treatment based on a Poisson distribution of events.
To assess the effect of potentially influencing factors on the rate of severe hypoglycemia and hypoglycemic coma, multivariable negative binominal regression analysis was conducted in order to account for over-dispersion of events. To analyze trends in the rate of severe hypoglycemia, models including year of treatment as an independent continuous term were fitted, with adjustments for HbA1c, sex, age, diabetes duration, and insulin treatment regimen (1-3 or $4 insulin injection time points per day, or insulin pump therapy). To assess the association between HbA1c and the rate of severe hypoglycemia, models including HbA1c as a continuous term were fitted, with adjustments for sex, age, diabetes duration, and insulin treatment regimen. To investigate trends in the associations between HbA1c, sex, age, and diabetes duration and the rate of severe hypoglycemia, the year of treatment and terms for interaction between these variables and year of treatment were included in the regression models. In additional analyses, HbA1c (6 
Results
Study Population
The entire study population consisted of 37,539 individuals (17,793 females, 19,746 males) with a mean age 6 SD of 14.463.8 y from 349 diabetes centers (listed in Text S1). Clinical characteristics of the study population are described in Table 1 The proportion of patients using short-acting insulin analogs continuously increased from 4.3% in 1996 to 74.6% in 2012, with an average annual increase of 4.3%60.04% (Wald test for trend: p,0.001). The proportion of individuals using long-acting insulin analogs increased from 1.3% in 2000 to 41.7% in 2012, with an average annual increase of 2.5%60.05% (Wald test for trend: p, 0.001). The mean frequency of SMBG per day continuously increased from 2.861.4 per day in 1995 to 5.561.9 per day in 2012, with an average annual increase of 0.1160.002 per day (Wald test for trend: p,0.001). A total of 6,517 events of severe hypoglycemia in 3,372 patients (9.0% of patients) and 1,169 events of hypoglycemic coma in 897 patients (2.4%) were documented of 155,240 medical visits.
Temporal Trends of Severe Hypoglycemia and Coma
The unadjusted mean rates of severe hypoglycemia and hypoglycemic coma within the whole observation period between 1995 and 2012 were 20.07 per 100 patient-years (95% CI 19.59 to 20.57) and 3.60 per 100 patient-years (95% CI 3.40 to 3.81), respectively. Mean rates of severe hypoglycemia and coma declined from 42. 
Association between Hypoglycemia and HbA1c
To study the link between HbA1c and severe hypoglycemia or coma over time, trends in RRs for the period 1995 to 2012 were calculated by regression analysis, adjusted for age, sex, and diabetes duration. From 1995 to 2012, the RR for severe hypoglycemia and hypoglycemic coma per 1% HbA1c decrease declined from 1.28 to 1.05 and from 1.39 to 1.01, respectively ( Table 2 ), indicating that the inverse association between severe hypoglycemia or coma and HbA1c decreased during the observation period. From 2010 onward, the RR for hypoglycemic coma per 1% HbA1c decrease was no longer significant ( Table 2) . The RR for severe hypoglycemia and coma per 1% decrease in HbA1c dropped on average by 1.2% (95% CI 0.6% to 1.7%) and 1.9% (95% CI 0.8% to 2.9%) each year, respectively (RR 0.988, 95% CI 0.983 to 0.994, Wald test for trend: p,0.001, and RR 0.981, 95% CI 0.971 to 0.992, Wald test for trend: p,0.001, respectively). These results remained significant after additional adjustment for insulin treatment regimen (RR 0.989, 95% CI 0.984 to 0.995, Wald test for trend: p,0.001, and RR 0.981, 95% CI 0.972 to 0.992, Wald test for trend: p,0.001, respectively).
The RRs for severe hypoglycemia and hypoglycemic coma were also analyzed by HbA1c category for each year from 1995 to 2012 by regression analysis (Figure 1 ). The reduction of the RR for severe hypoglycemia ( Figure 1A ) was most prominent in patients with an HbA1c of 6.0%-6.9% (RR 0.96 each year) and HbA1c of 7.0%-7.9% (RR 0.96 each year), corresponding to a risk reduction of 4% per year and 50% during the whole observation period, while no changes were observed in patients with higher HbA1c levels (Table 3) . Similarly, RR reduction of coma was strongest in patients with an HbA1c of 6.0%-6.9% (RR 0.90 each year) and 7.0%-7.9% (RR 0.89 each year) ( Figure 1B ; Table 3 ), corresponding to a risk reduction of 10% and 11% per year, respectively, and a risk reduction of 83% and 86% during the entire study period, respectively. These effects remained significant after additional adjustment for insulin treatment regimen (Table 3).
Other Predictors of Severe Hypoglycemia and Coma
During the entire observation period from 1995 to 2012, older age was associated with moderately decreased risk of severe hypoglycemia (6% risk reduction per 1-y age increase; Table 4 ) and hypoglycemic coma (3% risk reduction per 1-y age increase; Table 4 ). Longer diabetes duration was a weak predictor of severe hypoglycemia (2%-3% risk increase per 1-y increase in diabetes duration) but not of coma risk (Table 4) . Females had a 17% higher risk for severe hypoglycemia than males, while coma risk was similar in both sexes. There was no temporal trend per year in the association of age, diabetes duration, and sex with severe hypoglycemia and hypoglycemic coma, except a small annual 0.5%-0.6% increase in the risk for coma per 1-y age increase (Table 4) .
Discussion
To investigate the link between HbA1c and the risk of hypoglycemia, we conducted an observational study in a prospective cohort of 37,539 young patients with type 1 diabetes treated between 1995 and 2012 in Germany and Austria. Our major finding is that the RR for severe hypoglycemia and coma per 1% HbA1c decrease dropped by 1.2% and 1.9%, respectively, each year. The strong association between severe hypoglycemia and low HbA1c levels observed in 1995 (RR per 1% HbA1c decrease 1.28) has markedly decreased in the recent decade until 2012 (RR per 1% HbA1c decrease 1.05). Thus, HbA1c has become a minor predictor for severe hypoglycemia in young patients with type 1 diabetes. This effect was caused by a substantial reduction of hypoglycemia risk from 1995 to 2012 exclusively in patients with HbA1c levels of 6.0%-6.9% and 7.0%-7.9% (50% risk reduction). Similarly, the risk of hypoglycemic coma decreased preferentially in patients in low HbA1c categories (83% and 86% risk reduction, respectively, for HbA1c levels of 6.0%-6.9% and 7.0%-7.9%).
Our finding of a significant decline in hypoglycemia and coma rates in patients with low HbA1c during recent years is consistent with previous observations in smaller population-based studies [16] . The overall rate of severe hypoglycemia in our study was similar to that of another population-based investigation and a recent randomized controlled trial (17.9 per 100 patient-years) [4, 28] , but lower than in studies from tertiary diabetes centers (29.4 to 55.4 per 100 patient-years) [19, 21] . The rate of hypoglycemic coma in our population was lower than that described in other studies (8 to 26 per 100 patient-years) [5] [6] [7] 11, [17] [18] [19] 21, 29] but similar to that in a Finnish population (3.1 to 3.6 per 100 patient-years) [30] . It may be assumed that differences in study design, patient selection, and case definition have contributed to the variability of hypoglycemic event rates observed in these studies.
Hypoglycemia risk may be affected by a variety of treatmentrelated factors, including type of insulin, route of insulin administration, and SMBG frequency [31, 32] . In our cohort, the use of short-acting insulin analogs, long-acting insulin analogs, and insulin pumps increased during the observation period from 1995 to 2012. Clinical trials have shown that the use of insulin analogs [31, 33, 34] or pumps [29, 31] may be associated with a reduced risk of nocturnal or daytime hypoglycemia in patients with type 1 diabetes, while achieving good metabolic control. It is tempting to speculate about a link between trends in insulin therapy and hypoglycemia reduction, but our study was not designed to investigate effects of different treatment modalities on hypoglycemia risk. In addition, although we found a significant temporal increase in SMBG frequency, no conclusions about the influence of SMBG frequency on hypoglycemia risk should be drawn from our data.
Other predictors of severe hypoglycemia identified in this study were younger age, longer diabetes duration, and female sex, in line with previous studies [4] [5] [6] [7] 11, 18, 19, 28] . However, the RR of hypoglycemia attributable to each of these variables was small, and in contrast to HbA1c-related risk, no temporal changes were identified in the observation period of 18 y. Our work is limited by the fact that diabetes education and physical activity was not addressed, both relevant to hypoglycemia risk [12, 30, 35] but difficult to assess quantitatively in a large population. A strength of this study is its large, population-based multicenter database with prospective documentation of ''real-life'' diabetes care, suitable for analyzing temporal trends over almost two decades [8] . The study was performed in more than 37,000 children, adolescents, and young adults with type 1 diabetes treated in 349 diabetes clinics in Germany and Austria, with an estimated nationwide capture rate of .80%. Patient selection and data acquisition remained unchanged during the entire study period, reducing potential bias. Taken together, our results are likely representative of young type 1 diabetes patients of European (but not other) descent with a diabetes duration of two or more years.
Our data may have potential implications for the clinical management of patients with type 1 diabetes. Lower HbA1c and hypoglycemia have been traditionally viewed as two sides of one coin, a notion that is supported by the data from the early years of observation in our study, as well as by other reports [4] [5] [6] 11, 15, 26] . Accordingly, hypoglycemia has been considered a barrier preventing the benefits of near-normal glycemic control [13, 14, 26, 36] . Our observation that the negative association between HbA1c and hypoglycemia risk has decreased indicates that strict glycemic control has become safer in recent years. Consequently, patients and health care professionals may be reassured that improved glycemic control-and thereby risk reduction for chronic diabetes complications-is achievable in young patients with type 1 diabetes without inherently increasing the risk of severe hypoglycemia. Longitudinal studies have highlighted the effect of intensive diabetes counseling on hypoglycemia prevention, resulting in a reduction of severe hypoglycemia rates of 32% [35] to 62% [12] 1 y after a structured treatment course. Intensive and repeated diabetes education for patients and, if required, their families should therefore remain an integral part of type 1 diabetes treatment strategies [12, 30] . As the contribution of diabetes education and other individual modifiable factors to hypoglycemia reduction remains undefined in this observational study, further systematic investigation will be required.
In conclusion, the results from this study show that the former association between the risk of severe hypoglycemia and low HbA1c levels has largely decreased during the last decade in young patients with type 1 diabetes. Thus, in Germany and Austria, low HbA1c is no longer a strong predictor of severe hypoglycemia in young patients with type 1 diabetes, reducing the barriers to achieving and maintaining near-normal glycemic control.
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